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FOOD AND DRUG ADMINISTRATION ) DATE October 6, 2000
DIVISION OF METABOLIC AND
ENDOCRINE DRUG PRODUCTS

5600 FISHERS LANE, HFD-510
ROCKVILLE, MARYLAND 20857-1706

- Comments: , ’ , ] : —

Attached is a letter from the Division B . _
regarding NDA 21-192 and NDA 20-261/5-028--+ - =
The original will follow by mail.

Please don’t hesitate to call with any questions.~Bill _ ) .

TO: ) - FROM: - =

Name: Adrian L. Birch " Name: William C. Koch, R.Ph. _

Executive Director; Drug Regulatory Affairs . Regulatory Project Manager 5

Fax No.: (973) 781-3590 Fax No.: (301)-443-9282 - —
-Phone No.: (973) 781-3589 Phone No.: (301)-827-6412

Location: Novartis Pharmaceuticals Corp.

Pages (including this cover sheet): four(4)

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED AND MAY CONTAIN

INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW. If you are

not the addressee, or a person suthorized to deliver the document to the addressee, you are hereby notified that amy review, disclosure, dissemination,

copy, or other action based on the content of this communication is not authorized. If you have received this document in efror, please immediatecly .
ootify us by telephone (301-827-6430) and return it 10 us at the sbove the above address by mail. Thank you!
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Lescol (fluvastatin sodium) capsules @ o
Lescol XL (fluvastatin sodium extended release tablets), 80 mg

The preceding Action Letter has been reviewed by the undersigned:

-
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- —  Name-—- Discipline Signature Action Date

S. Shen, M.D. Medical Officer 7 e
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NDA 21-192

J.escof XL (fluvastatin sodiumextended release tablets), 80 mg

The preceding Action Letter has been reviewed by the .ndersigned:

—- . Recommended
Name Discipline Signature Agion - Date

S. Shen, M.D. Medical Officer
D. Orloff, M.D. Medical Team

Leader
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Ph.D. Leader
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o Leader I - -
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H. Ahn, Ph.D. Biopharmaceutics ﬁ o
- Team Leader -1 L
T. Sahlroot, Ph.D. | Biometrics 2 I )
o Team Leader -
. . S —_— |04.5¢. 00

E. Galliers Chief, Project Mgt.  _  ox 4 w/e MOR, &iophln resvew, i

Staff |Peds By, Ph. 4 somm. mesdfs,er SUR, EER,
D.G.Orloff, MD. | Division Director -- _
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FOOD AND DRUG ADMINISTRATION DATE: September 15, 2000

DIVISION OF METABOLIC AND '
.ENDOCRINE DRUG PRODUCTS

5600 FISHERS LANE, HFD-510

ROCKVILLE, MARYLAND 20857-1706

Comments:

Attached are initial comments regarding ]
labeling for NDA 21-192. . _ = ‘ . - -

-The attached does not represent the Division’s- = B - =
final label comments. - -

Please don’t hesitate to call with any questions.~Bill

TO: - FROM: :

Name: Adrian L. Birch . Name: William C. Koch, R.Ph.

Executive Director, Drug Regulatory Affairs . Regulatory Project Manager

Fax No.: (973) 781-3590 Fax No.: (301)-443-9282 .
Phone No.: (973) 781-3589 “Phone No.: (301)-827-6412 B

Location: Novartis Pharmaceuticals Corp. —
Pages (including this cover sheet): transmission one = fourteen (14)

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED AND MAY CONTAIN
INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW. If vou are
not the addressee, or a person authorized to deliver the document to the addressee, you are bereby notified that any review, disclosure, dissemination,
copy, or other action based on the content of this communication is not suthorized. If you bave received this document in ervor, plesse immediately
notify us by telephone (301-827-6430) and return it to us at the above the above address by mail. Thank you!

W



M Pharmaceuticals Corporation

) NOVARTIS - armoceicals Coporaton

el

Lescol® (fluvastatin sodium) Capsules

Lescol XL® (fluvastatin sodium) Extended Release Tablets -

NDA 21-192

=

by

US Package Insert

——

Author(s): - Jerry Klimek < oo
Document type:- Package Insert Template o
Document status: Final Draft . : —

Release date: . November 29, 1999

Number of pages: 20

Property of Novartis Pharmaceuticals
Confidential

May not be used, divuiged, published or otherwise disclosed
without the consent of Novartis Pharmaceuticals

2-2
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3. l pages redacted from this section of
the approval package consisted of draft labeling
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FOOD AND DRUG ADMINISTRATION | DATE: October 6, 2000

DIVISION OF METABOLIC AND - -
ENDOCRINE DRUG PRODUCTS

5600 FISHERS LANE, HFD-510
ROCKVILLE, MARYLAND 20857-1706.

Comments: T , o S

Attached are comments regarding - ' < - - ' -
Dissolution limits for NDA 21-192. T

Please don’t hesitate to call with any questions.~Bill T ]

TO: . FROM:

Name: Adrian L. Birch Name:  William C. Koch, R.Ph.
Executive Director, Drug Regulatory Affairs Regulatory Project Manager
Fax No.: (973) 781-3590 Fax No.: (301)-443-9282

Phone No.: (973) 781-3589 : -- Phone No.: (301)-827»6412

Location: Novam$ Pharmaceuticals Corp. A ——

_ Pages (including this cover sheet): Two (2) | , ——

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THEPARTY TO WHOM IT IS ADDRESSED AND MAY

. CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, AND PROTECTED FROM DISCLOSURE UNDER

APPLICABLE LAW. If you are not the addressee, or a person suthorized to deliver the document to the addressee, you are hereby
notified that any review, disclosure, dissemination, copy, or other action based on the content of this communication is not authorized.
If you have received this document in esror, please immediately notify us by telephone (301-827-6430) and retum it to us at the above
the sbove address by mail. Thank you!



NDA 21-192

= = Lescol XL (fluvastatin sodium extended release tablets), 80mg
_._ Novartis Pharmaceuticals Corporation

We refer to your submission concerning yaut proposed dissolution limits fg§ Lescol XL.
The following recommendation was submitted by Paul Hepp, Ph.D. of the Office of -
- Clinical Pharmacology and Biopharmaceutics: : o

In \Et?o Dissolution

The sponsor’s rationale for choosing the apparatus, mcdf;, and sampling times apbear to be sound. -

However, OCPB requires that dissolution specifications be set based on the. lots that were used in the
_bioavailability studies (lots H05018 and T115195) which were also of the same formulation of that
used in the clinjcal studies. Based on this rationale, the 2 and 4 hour sponsor proposed specifications
are excessively wide and OCPB recommends a 2 hour specificationof —— anda4 hour
specification of ===~ OCPB agrees withzhe 0.5 and 8 hour specifications of -
respectively. ' -

'y,

OCPB recommended dissolution limits for fluvastatin sodium MR tablet

Time Drug released

0.5 hours ———— : o —
2hours — -~ o T

- ~ . - -

e ————

4 hours
8 hours

If you have any. questions, you rhay contact William C. Koch, R.Ph., Regulatory Project -~
Manager at .
(301) 827-6412.

~CLEARED FOR FAXING: =i 0o &f o o
Hae-Young Ahn, Ph.D. Date - -

Biopharmaceutics Team Leader
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Adrian L Birch Novartis Pharmaceuticals Corpo‘nt;on

Exscutie Director  §9 Route 10

—_ Drug Reguiatory East Hanover, New Jersey 07936-1080

_ Aftsirs Tel 973-781-3%89
Fax 973.781.3590

U NovarTis — e

To

Fax No.

Date _

No. of Pages

{
Yl

Fax

Mr. William Koch
Senior Regulatory Manager

Division of Metabolic and Endocrine Drug Products
HFD-510 —_ -

301-443-9282 , -
October 5, 2000 ’

"
e

—5

Rc: NDA No. 21-192
Lescol XL® (fluvastatin sodium) Tablets

Dear Mr. Koch: | - - .

As we discussed, | am providing you with current versions of our draft container labels and
cartons for Lescol® XL (fluvastatin sodium).

rely, -(/ : " ]

Adrian L. Birch
- Executive Director _ -
Drug Regulatory Affairs . _

Attachments '
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To

_ FaxNe..

Date

No. of Pages

NG gl f

Adrian L. Birch Novartls Pharmaceuticals Corporation

Executie Director 58 Route 10

Drug.Regulatory  Esst Manover, New Jersay 07936-1080

. ‘ . Aftairs Tel 973-781-3589
' , 'F:;::Zt}::ldsb%
- . I’ : adrign.birch
Uy NOVARTIS e sicemiiten
Fax ‘
Mr. William Koch
Senior Regulatory Manager
Division of Metabolic and Endocrine Drug Products
"HFD-510 '
301-443.9282 -
October 3, 2000 - kS
20
Re: NDA No. 21-192 | —

“Lescol XL® (fluvastatin sodium) Tablets

Dear Mr. ' Koch: . ] < : _ -

‘Reference is made to our pending NDA 21192 for Lescol® XL (fluvastatini sodium). . __

At this time we are providing you with a copy of our draft package insert which contains all
requested revisions.

Adrian L. Birch
Executive Director - | -
Drug Regulatory-Affairs - 7

-Attachments

",
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- Attention

Fax no.
Number of pages

Date

‘00" 1p:4SAM NOVARTIS DRA - Donna Kapples
. : Assistant Director
DRA-CMC

b NOVARTIS
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-Don| a Kapples
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Novertis PhaP . Inc.

Tel (373) 781-6929
Fax (973) 781-6325
internet: donna kopples
@pharmas.novartis.com
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SEP 2B ‘08 18:45AM NOVARTIS DRA

) P.2
. - Novartis Pharmacauticalis Corporation
U) N OVARTI S ST East Hanover, New Jersey
- ) Lescol XL Response to FDA 28-Sep-00.doc 28-Sep-2000 (11:28)
Response:

Tables 1 and 2 provide the individual tablet-data obtained for Lescol XL Tablets, 80 mg, batch
number H-05018, used in clinical study W251. The dsta presented in Table ! were obtained
using the official methodology at time of batch release (version A in Table 3). Additionally,
data are also provided in Table 2 using the dissolution methodology filed in the application
(version C). Table 3 describes the three versxons of the dxssolutmn method used during the

_ development process.
Table 1. — Dissolution data for Lescol XL Tablets, 80 mg,
o _ batch no. H-05018, using method version A

- o Cumulative percent release
e Tabietno. OB8hre. 1hr. 2hrs. 48rs. OShrs. 12hrs. 16 W, _

I —

g e e SRSy LR Sy TN g 0 T3 R B A ST

iy i Ao R A

i S P T

Ao s WN
(

Average 33 66 128 249 487 716 880
RSD (%) 234 221 227 228 229 22.8 18.5 : -

Table 2. - Dissolution data for Lescol XL Tablets, 80 mg,
batch no. H-05018, using method vemon C

Cumulative percent release’ 7 -
Tabletno. DShrs. 2hrs. 4hrs. 8hrs.

1 —— —
. T e B
~3 :

‘ —
]
a N ) e BT

Average K] 26.3 60.1 102.7

RSD (%) 7.4 33 49 1.3

Data from 24 month stability at 25°C/80%RH
stored in a white —— botle with ———

"t
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SEP 28 ‘08 1@:4SAMNOVARTIS DRA

Psge 2

Novartis Confidential
o Lescol XL Response to FDA 28-Sep-00.doc 28-Sep-2000 (11:28) -
"7 Tables. | Dissolution methods for Lescol XL Tablets, 80 mg

~_ Parameter ‘Version A Version B Vergion C
Apparatus 3
Rotation . -
speed
Medium -

—  Temperature 37:05C 37:05°C 37:0.5°C

Volume



-

- FOOD AND DRUG ADMINISTRATION

DIVISION OF METABOLIC AND
ENDOC DRUG PRODUCTS
5600 FISHERS LANE, HFD-510 -

ROCKVI%LE, MARYLAND 20857-1706"

|
l
"y

Comments: _
Attached are comments from the biopharmaceutics _ -
team regarding NDA 21-192. - —

Please don’t hesitate to call with any questions.~Bill N -

TO: : .FROM:

Name: Adrian L. Bu'ch "~ Name:  William C. Koch, R.Ph. —
Executive Director, Drug Regulatory Affdirs Regulatory Project Manager

Fax No.: (973) 781-3590 Fax No.: (301)-443-9282

Phone No.: (973) 781-3589 Phone No.: (301)-827-6412

Location: Novartis Pharmaceuticals Corp.
_Pages (including this cover sheet): Two (2)

not the uapumﬂmndmddwuthedoamtmﬂnad&mywmhaebymﬁeddmmymm disclosure, dnssamnmon.
copy, or mbsedmﬂ\eoontunofmseommmxmonunotmm If you have received this document in error, please immediately
notify us by (301-827-6430) and return it to us at the above the above address by mail. Thank you!
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NDA 21-192 '
Lescol XL (ﬂuvaslatm sodium extended release tablets) 80mg
Novartis Pharmaccutlcals Corporation B
In regard o the above referenced new drug application, this Division’s Biopharmaceutics team
submits tl.: following comments related to dissolution data: -

The sponsor’s rationale for choosing the apparatus, media, and -

B sa#npling times appear to be sound. However, since-the individual and

meaii dissolution data for the batches used in study W251 and W351 as

well as pivotal clinical trials have not been submitted in the Pharmacokinetics

Section of the application, the appropnatcncss of the proposed dissolution

specifications cannot be evaluated.

The spon:sor should submit this data for review by the Office o

— of Clinical Pharmacology and Biopharmaceutics. , -

b3
-

—~  If you have any questlons you may contact lelxam C. Koch, R.Ph,, Regulatory Project Manager at
(301) 827-6412 :

- - - { , - :

CLEARED FOR FAXING /\ﬁ . c,/zc/ oo o
“Hée-Young Ahn, Ph.D.. Date

BiopharmaceuticsTeam Leader | - -

bh

-



Attention

Fax no.

Number aof pages

Date

Concerning

VVVVVV

| A ’ Tel (973) 781-3279

Fax (973) 781-3%90
internet: hsd Dit@pharma.novartis.com

Fax - - S
Bill Koch
Senior Regulatory Manager
- HFD-510
301 443-9282 - 2

5 including cover pagc

July 28, 2000

Lescol XL Container & Bottle Label Mock -up

DeaFBnll ) -

1 /R
PR

Liss N, Pitt, Pherm.D.  Nevartis Pharmacewticals Corporstion
Agsistant Director Orug Regulstory Affairs

- Attached please find the Lescol XL for the bottes and carton label mock -ups, as preVIously

requested. Color copies will be provided 10 you carly next week

Plcase contact me should you have any questions.

egards

Lisa N. Pitt, Pharm D.
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9 pages redacted from this section of
the approval package consisted of draft labeling




. NDA 21-192
~  Lescol (fluv

Novartis |

_”Biopharmaéeu

Please submit the detailed data sets of dissolution profiles.

astatin sodium)

tics review request:
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NDA 21-192|

Wi

Novartis Pharmaceutical Corporation

Attention: Mr. Adrian L. Birch T
Executive Director

Drug Regulatory Affairs

59 Route 10

East Hanover, New Jersey 07936-1080 .

Dear Mr. Birch:
Reference is made to your correspondence dated March 21, 2000, requesung a waiver for

pediatric studies under 21 CFR 314.55(c) for your pending new drug apphcatlon for Lescol XL
(fluvastatin sodium) Extended Release Tablets.

We have reviewed the information you have submitted and agree that a 'waiver of the
requirement to evaluate the-use of this product in patients under the age of 10 ) years is justified.

Accordingly, under 21 CFR 314.55, we are granting you a waiver of the reqmrement for
pediatric studies in patlents under the age of 10 at this time.

Your letter also mqmred as to the data reqmred‘for purposes of pediatric labeling (21 CFR

~ 201.57(f)(9). We require the same data as those required for pediatric exclusivity. The data

should derive from studies enrolling both boys and girls with heterozygous familial
hypercholesterolemia.

If you have questions, please contact Margaret Simoneau, Regulatory P'roject Manager, at (301) -

827-6418.

Sincerely, a

=

John K. Jenkins, M.D.
Acting Director _
- Division of Metabolic -
: . and Endocrine Drug Products, HFD-510 _
, Office of Drug Evaluation I1
: I Center for Drug Evaluation and Research
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NDA 21-192 ~ DEC 15 199

{
ok

Novartis Pharmaceuticals Corporation

- Attention: Jerry Klimek

Associate Director, Drug Regulatory Affairs o
59 Route 10 -

East Hanover, NJ 07936-1080

Dear Mr. Klimek:

We have received your new drug application (NBA) su;fnitted under section 565(b) of the
Federal Food, Drug, and Cosmetic Act for the following:

Name of Drug Product: Lescol XL® (fluvastatin sodium egtended release) Tablets, 80 mg
Therapeutic Classification;  Standard (S) ' .. —

Date of App‘lidatibin:. ‘ December 8, 19_9;- ) | ij,
Date of Receipt: December 9. l99§ - ) W o

Our Reference I:Iurhber: NDA 21-192 ~—~ - -

Unless we notii:'y you within 60 days of our receipt date that the a;;plicaticm is not sufficiently
complete to permit a substantive review, this application will be filed under section 505(b) of the

~ Act on February 7, 2000, in accordance with 21 CFR 314.101(a). If the application is filed, the

primary user fee goal date will be October 9, 2000, and the secondary user fee goal date will be
December 9, 2000. b

Be advised that, as of April 1, 1999, all applications for new active ingredients, new dosage
forms, new indications, new routes of administration, and new dosing regimens are required to
contain an assessment of the safety and effectiveness of the product in pediatric patients unless
this requirement is waived or deferred (63 FR 66632). If you have not already fulfilted the
requirements of 21 CFR 314.55 (or 601.27),-please submit your plans for pediatric drug
development within 120 days from the date of this letter unless you believe a waiver is
appropriate. Within 120 days of receipt of your pediatric drug development plan, we will notify
you of the pediatric studies that are required under section 21 CFR 314.55. "

If you believe that this/drug qualifies for a waiver of the pediatric study requirement, you should
submit a request for a waiver with supporting information and documentation in accordance with
the provisions of 21 CFR 314.55 within 60 days from the date of this letter. We will notify you
within 120 days of recgipt of your response whether a waiver is granted. If a waiver is not




- NDA21-192 T
" Page2

- -
3

granted, we wﬂl ask you to submit your pedxatnc drug development plans w:thm 120 days from
" the date of denial of the waiver.

Pediatric studies conducted under the terms of section 505A of the Federal Food, Drug, and
Cosmetic Act may result in additional marketing exclusivity for certain products (pediatric
exclusivity). You should refer to the Guidance for Industry on Qualifying for Pediatric

“Exclusivity (available on our web site at www fda. gov cder/pediatric) for details. If you wish to

._quahfy for pede:nc exclusivity you should submit a "Proposed Pediatric Study Request” (PPSR)
in addition to your plans for pediatric drug development described above. We recommend that
you submit a Proposed Pediatric Study Request within 120 days from the date of this letter. .If
you are unable to meet this time frame but are interested in pediatric exclusivity, please notify the
division in writing. FDA generally will not accept studies submitted to an NDA before issuance
of a Written Request as responsive to a Written Request. Sponsors should obtain a Written
Request before submitting pediatric studies to an NDA:. If you do not submit a PPSR or indicate
that you are interested in pediatric exclusivity, we will proceed with the pediatric drug
development plan that you submit and notify you of the pediatric studies that are required under
section 21 CFR 314.55. Please note that satisfaction of the requirements in 21 CFR 314.55 alone
may not qualify you for pediatric exclusivity. FDA does not necessarily ask a sponsor to

complete the same scope of studies to qualify for pediatric exclusivity as it does'to fulfill the
requirements of the pediatric rule. - -

Please cite the NDA number listed above at the top of the first page of any communications

concerning this application. All communications concerning this NDA should be addressed as
follows: -

Food and Drug Administration

Center for Drug Evaluation and Research .
Division of Metabolic and Endocrine Drug Products, HFD-510 —
Attention: Division Document Room, 14B-19

5600 Fishers Lane

Rockville, Maryland 20857
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‘NDA21-192 -
Page 3

-

i

If you have any questions, contact Margaret S.;moneau;EPh., Regulatory M

a;agemem Qfficer,
at (301) 827-6418.

Sincerely, |
- {;y(/ /2. /8579

Enid Galliers '
, ) Chief, Project Management Staff _

- Difision of Metabolic and Endoctine Drug Products
Office of Drug Evaluation II

B » - Center for Drug Evaluation and Research




_OCT. 6. 2000 12:34PM — NO.436T P 2

, - ’ Novartis Pharmaceuticals Corporation
Orug Reguiatory Affairs
59 Route 10

o .. East Hanover, NI 07936-1080
*l') NOVARTIS NER nzg'zém n“g-%i Tel 973 781 7500
A @PRL m__& Fax 973 781 3590

October 6, 2000 - z
David Orloff, MD o - .
Director - NDA Z‘%Zﬂ
- Division of Metabolic and Endocrine Lescol”® (flyvastatin sodium) _
~_ Drnug Pi’odu -510 _ Capsules -
‘Office of Drug Evaluation II
: - Attn: ent Control Room 14B-19 - . ' ‘
— Center for Drug Evaluation and Research < Labeling Supplement — =
5600 Fishers Lane '
Rockville, Maryland 20857
Dear Dr. Orloff,

— Reference is made to our pending NDA 21-192 for Lescol® XL (ﬂu‘vastatm sodium)
i extended-relcase tablets. As you know, asa consequence of agency preference, we
have created & combined package insert that contains information relevant to Lescol®. —
(fluvastatin sodxum) psules as well as Lescol XL.. - - -
As a result of that uutmuvc we hereby request that our existing package insert for ~=
Lescol capsules be revised to incorporate all of the new labeling entries for Lescol XL

which have been mutually agreed upon as part of the approva] process for the new
formulation. ‘

If you have any questions or comments regarding this request, please contact me at —--
. 973 781 3589..

Y

_ Adrian L. Birch
— ' Executive Director
Drug Regulatory Affairs

CSO AGTION: 4
Cwerrer COnas Tivemo

C30 INMTALS
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- Novartis Pharmaceuticals Corporation
Drug Regulatory Affaes_

N : $9 Reute 10
East Hanover, NJ 07935-1080

. NOVARTIS | R

Fax 973 781 6325

Sent via Facsimile October 3, 2000 _ -
David Oiloff, MD — T

Director

Division of Metabolic and NDA No. 21-192

Endocrine Drug Products/HFD-510
Office of Drug Evaluation {1 -

Lescol® XL (fluvastatin sodium) Tablets
Attn: Docfnent Control Room 14B-19

Center for Drug Evaluation and Research
5600 Fishers Lane
Rockville, Maryland 20857 <

Dear Dr Otloff - _

Response to FDA Request for Information

]

This correspondence is being sent to you in response to our discussion today, in which we talked about

issues associated with transaminase (TA) elevations in patients who were treated with Lescol capsules
40mg bid. —

You inquired about possible explanations to address why the incidence of TA clcvauons was higher
for 40mg bid in our Lescot XL database than the historical Lescol capsule database. We informed
you that a general consideration involves the fact that in the Lescol capsule database patients wcere
titrated to 40mg bid whereas in the Lescol XL clinical program they were treated de novo.

We were ﬁsked 10 review our pivotal trials to dctermme if one of them was an outlxer which skewed
‘the rate of - TA elevations. I have attached sefected pages from our three pivotal studies, and they
indicate that the rate was 7.2% in Protocol 353.

A request ‘'was made to calculate confidence intervals for the incidence of elevations observed on
Lescol XL versus Lescol capsules 40mg bid. That analysis is attached.

In response to your general guidance, we prepared a tabular summary derived from patient narratives
provide in our NDA such that you might assess possible factors which contributed to different rates of - -
occurrence for TA elevations.

Fmally, we have attached revised text for the Liver Enzyme section of our draft package insert, whxch '
addresses|the different rates we encountered. _

Please cafl me at (973) 781-3589 if you need to clanfy any aspect of this matter.

ncerely,

<

{
Adrian L. Birch

i - - Executive Director
Drug Regulatory Affairs

Attachments ) ' -
Submitted in duplicate

|“



U: NOVARTIS

Shiao Wei Shen, MD
Medical Review Officer
Division of Metabolic and Endgcrine

ORIGINAL

ORra ANERNDMENT
2 .C

September 26, 2000

NDA No. 21-192

Novartis Pharmaceuticals Corporation
Drug Regulatory Attairs

59 Route 10

East Hanover, NJ 07936-1080

Tel 973781 7500
Fax 973 781 6325

@g\gu. g,\\\
/ peco %
SEP 2 8 2000

FD-510. S
*2 H &

Drug Products/HFD-510

Office of Drug Evaluation II

Attn: Document Control Room 14B-19
Center for Drug Evaluation and Research
5600 Fishers Lane

Rockville, Maryland 20857

Lescol® XL (fluvastatin sodlum)
Tablets

by

")

Dear Dr. Shen, -

As requested during our telephone conversation September 22, 2000, I am providing you with
copies of recent references citing the study of hydroxymethylglutaryl coenzyme A
(HMGOCoA) reductase mhlbltors in pedlatnc patients with heterozygous familial
hypercholesterolemla

I have also enclosed for your convenience a copy of the letter received from the Division
granting a waiver of the requirement for pedlatnc studies in patients below age 10.

I hope this mformatlon will assist in your review of our Pediatric Proposal Study Request
submitted August 25, 2000. Please contact me at (973) 781 -3279 should you require
additional information or have further questions.

&

Sincerely,

Sl

| rREWEWSCO

\\ | Lisa N. Pitt, PharmD
’ €S0 ATy, - Assistant Director

TR DN'“ DIvemo
l CS0 w724
_..‘N-

. INP/kp
“Attachments
Submmed in duplicate to Dav1d Orloff, MD HFD-510

Drug Regulatory Affairs

g W

———
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_ ' Novartis Pharmaceuticals Corporation
Drug Regulatory Attairs
- 59 Route 10

o East Hanover. NJ 07936-1080

-. . »l.') N O_Y_A RTIS Tel 973 781 7500

Fax 973 781 3590

bl

September 7, 2000 _

John Jenkins, MD
Acting Director NDA No. 21-192
Division of Metabolic and -
Endocrine Drug Products/HFD-510 Lescol® XL (fluvastatin sodium)
Office of Drug Evaluation II " _ XTablets
Attn: Document Control Room 14B-19 < =
_ _ Center for Drug Evaluation and Research - SAFETY UPDATE
5600 Fishers Lane

Rockville, Maryland 20857

~ Dear Dr. Jenldns;‘ . —

Reference is made to our pending NDA 21-192 for Lescol® XL (fluvastatin sodium) Tablets.
At this time we are providing you with an additional safety update which supplements the
data contained in the 120-Day Safety Update we submitted on April 6, 2000 The cutoff date
for data included in the 120-Day report was December 31, 1999. This second safety update
contains new information we generated between J anuary 1, 2000 and May
 The safety profile for Lescol® XL 80 mg tablets, as p‘rc—sﬁtennte%tsmm
- to both the data contained in the Integrated Summary of Safety in our original NDA, and the

120-Day Safety Update. This information further supports a favorable risk/benefit profile for
administering Lescol® XL 80 mg to patients with primary hypercholesterolemia and mixed

dyslipidemia.
- 'If you have any questions or comments regarding this matter, please call me at (973) 7. —
~3589. ) i : -
- Adrian L. Birch.
Executive Director
o ; - » Drug Regulatory Affairs
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Novartis Pharmaceuticals Corporation

'\‘ [\L - Drug Regulatory Attairs
C ‘ Ll 59 Route 10

East Hanover, NJ 07936-1080

el‘ ' NOVARTIS ORIG AMENDMEN‘. Tel 973 781 7500

'6 M Fax 973 781 6325

- August 25, 2000
Shiao Wei Shen, MD .
Medical Review Officer _
Division of Metabolic and Endocrine NDA No. 21-192
Drug Products/HFD-510 o
Office of Drug Evaluation II - Lescol® XL (fluvastatin sodium)
Attn: Document Control Room 14B-19 Tablets
Center for Drug Evaluation and Research ’
5600 Fishers Lane =
Rockville, Maryland ' 20857 i
Dear Dr. Shen: ___ - " 2 <

L S

Reference is made tolour pending NDA 21- 192 for Lescol® XL (fluvastatin sodium) Tablets.

In response; to a recent request you made, we are providing you with supplementary patient narratives.
These narratives pertain to individuals who enrolled in one of our three pivotal studies (Protocols 302,

351 and 353) and who had a notable abnormality of a secondary safety laboratory parameter during their
participation in those studies. Narratives describing these events were not prepared for our original NDA,
which is consistent with agreements reached during pre-NDA negotiations with respect to the content and
format of our NDA. - ) -

- - - —

As agreed with you, these narratives have only bezn prepared for patients who were treated with Lescol =~ B
XL 80 mg. Also, we did not prepare narratives for patients with previously exisfing abnormalities which ~>
did not worsen signficantly while they were on Lescol XL therapy. Further, because the narratives are a
representative sumnﬂary of relevant facts pertaining to each patient, no case report forms or other source

documents are bemq provided to supplement the narratives. R

If you havq any quejtxons regarding this matter, please contact me at (973) 781-3589. -

! T - incerely, étg

= Executive Dlrector

Drug Regulatory Affairs
ALB/kp )
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Novartis Pharmaceuticals Corporation
Drug Regulatory Affairs.
. 59 Route 10
East Hanover, NJ 07936-1080

.U NoVARTIS | 57278 700

Fax 973 781 6325

el

- - August 8, 2000

John Jenkins, MD
Acting Director
Division of Metabolic and NDA No. 21-192

Endocrine Drug Products/HFD-510
_Oﬂicem}trl Drug Evaluation II Lescol® XL (fluvastatin sodium)
Attn: Document Control Room 14B-19 Tablets
Center for Drug Evaluation and Research _  —
5600 Fishers Lane =

<=

- Rockville, Maryland 20857 —

Dear Dr. Jenkms -

Referenc is made to our pending NDA 21-192 for LescolO XL (fluvastatin sodium) Tablets.

One of the indications being sought in our NDA provides for reductions in triglycerides, and
Dr. Shen recently made a verbal request for supplementary analyses of our triglyceride data. .

" He explained that your Division is now establishing a requirement to present triglyceride data

for the 25", 50™ and 75" percentiles. We-are now providing the requested analyses of our

mglycende data.
ﬁ(rely’ W —

would contact me at (973) 781-3589.

— . . Adrian L. Birch
* - Executive Director , -
o Drug Regulatory Affairs
ALB%kp : .
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Desk copies: Mr. William Koch

__Dr. Shen




N Novartis Pharmaceuticals Corporation
Drug Regulatory Atfairs
59 Route 10
East Hanover, NJ 07936-1080

.,(') NOVARTIS Tel 9737817500 - -

Fax 973 781 6325

Wl

August 7, 2000

Mr. William Koch
Senior Re lato_ry ‘Manager NDA No. 21-192

Lescol® XL (ﬂuvastatm sodium) -

Office of Drug Evaluation II < Tablets
Attn: Document Control Room 14B-04 ‘ -
Center for Drug Evaluation and-Research Response to Request for Information

5600 Fishers Lane ,
Rockville, Marylahd 20857 .

Dear Mr. Koch: ) ) | : -

~ "Reference is made to your reeent request for mformatlon pertaining to pending applications in
your va1$10n £ - -

With respect to N]J)A 21-192 for Lescol® XL-(ﬂuvastatln sodium), we are provxdmg you with
a disk which contains our draft package insert.

Regarding our pendxng drug interaction supplement for Lescol® capsules, we are providing
-~ you with two copies of volume one for that SNDA.

If we can be of any further assistance, please do not hesitate to call.

Adrian L. Birch T
) Executive Director
o Drug Regulatory Affairs

ALB/kp | | -
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DUP I CATE ” l;mr:s P?:ma:;utnals Corporation
L BRI i
U) NA OVARTIS » ORIG AMENDMENT, Tel 973 781 7500

B b L . Fax 973 781 6325

Wl

— August 2,2000
John Jenkins, MD ‘

Acting Director ' - NDA No.21-192 = =
Division af Metabolic and ' . Lescol XL® (fluvastatin sodium)

Endocrine Drug Products/HFD-510 - Extended Release Tablets
Office or;'!gmg Evaluation II )
Attn: Document Control Room 14B-19 '
Center for Drug Evaluation and Research DRAFT LABELING
5600 Fishers Lane _ —
Rockville, Maryland 20857 - - - ' -
Dear Dr. Jenkins: = - - =

Reference is made to our pending NDA 21-'1 92 for Lescol XL (ﬂuvastatm sodium) tablets. -
As requested on July 24, 2000, we are providing draft copies of:

the sample carton - - |

sample bottle labels ' ‘ ) -

30 count bottle labels -
100 count botttle labels ’ _

Please contact-me at (973) 781-3279 should you have any questions or comments regarding
this mattef. .

Assistant Director
Drug Regulatory Affairs

LNPAp |
Attachments
Submitted in duplicate
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— Shiao Wei Shen, MD
Medical Review Ofﬁcer
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Bri-

~ Division of Metabolic qnd Endocrine

Drug Products/HFD-510
Office of Drug Evaluation Il

Attn: Document Control Room 14B-04 -
Center for Drug Evaluation and Research  ~

5600 Fishers Lane

Rockville, Maryland 20857 -

Dear Dr. Shen: —

Novartis Pharmaceuticals Corporation
Drug Regulatory Aftairs

59 Route 10

East Hanover, NJ 07936-1080

Tel 973 781 7500
Fax 973 781 6325

July 27, 2000

NDA No. 21-192

Lescol® XL (ﬂuvastatfn sodium)
Tablets o3

We enjoyed the opportunity to discuss issues-associated with your review of our referenced
pending NDA yesterday. As we discussed, I am providing you with review copies of three
volumes from our NDA which contain our Integrated Summary of Safety and our Integrated
‘Summary of Efficacy. ‘Please note that we made revxsxons to the presentanons of age

demographic data in thb ISS

as you requested:

I hope this| mformanon( will facilitate your review. Please continue to call me at (973) 781--
3589 if you would like to discuss any aspect of our application.-

Zerely, 7

Adrian L. Birch

Executive Director
Drug Regulatory Affairs

-
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U NOVART

NDA 21-192
I® (fluvastagin sodium) XL Tablets

FDA

1.9-Jur-2000

IS

enter for

ORIGINAL

ORIG AMENDMENT

0ﬂﬁc of Drug Evaluation II Parklawn
5600|Fishers Lan

Rockville, M ;ryl

Att

Dear Dr. Jenkins:

ion: 1041"'
" D ‘visi

d 20857

g Evaluation and Research

kins, MD, Acting Director
n of Metabolic and Endocrine Drug Products/HFD-510

Tablet Trade Draft Label, bottle of 30’s
Tablet Trade Draft Label,-bottle of 100’s

Tablet Sample Draft Label, bottle of 7°s

Carton containing one bottle of 7°s

Novartis Pharmaceuticals Corporation

Drug Regulatory Affairs

59 Route 10

East Hanover, NJ 07936-1080

_Tei. 973 781 7500

Fax 973 781 6325

rtis is updating the referenced pending NDA with the following:

Bottles and Bulk Storage in
.ablets, 80 mg, RSR6012B,

)

-~

o
"’C»

v

nges have been madé to the drafttrade labels to better ahgnxhe labeling with

* At this time, Nov:
|

1. Updated draft labeling for
o/ Lescol XL
o/ Lescol XL
e Lescol XL
o/ Lescol XL|Tablet Sample Draft

2. chxsuaubn Stablllty Report for
i s Bags, Lescol XL -
14-Jun-zqoo .

~ Admini
the a
inadvertently not ncluded in the original NDA

data

Hand
site, ]

“bags.

es of Lescol XL Tablets manufactured at the development site, Novartis, East

stability data in the

. real tume stability data on ! ~ atches manufactured at the launch
in, Switzerland. The report also contains ¢ <weun

——— bags which will be used for bulk storage to replace the e
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"~ any general or Clin

Sincer ‘ly, - |

LCSCOLAL 3U mg 1

blets ‘ N
Updatcd dmft lébcll-ng and updated stability report

~ On 17-Jul-2( OO I cpntacted Dr. Sharon Kelly, reviewing chemist, Division of Metabolic and

Endocrine Dru Products to inform her of this upcoming amendment. 1 also rcqucstt?d - -

verification that thi
Kelly 11

ferred me td Ms. Margaret Simoneau who referred me to Mr. Bjll Koc™,

$-amendment would not have an impact on the October 8" action date. Dr.
both

Regulatory Management Officers, Division of Metabolic and Endocrin€ Drug Products.

Dr. Kelly, Ms. Sim

neau and Mr. Koch concurred that this amendmcm would not-be

considered “ ma]or , therefore it would not have an impact on the October 8™ action date.

Shouldi you hav a

comments or questions regarding this submission or any other Chemistry, -

Manufacturing |and|Controls issue, please contact me directly at (973) 781-6929. If there are

rcpresdntative t(9
i - |

Donna Kapples

cal related issues, please contact Adrian Birch, DRA Therapeutic Area
73) 781-3589. :

]

bene e e’ I

Chemistry, Manufdcturing and Controls ' -

Drug Regulatory A

Attachments

ffairs

Submitted in quplmate —_

Desk copy: i M
S

D

d

Is. Regina Brown, New Jersey District Offxce, North Brunswick Resxdent
pst — Certified Field Copy

r. Sharon Kelly, Division of Metabolic and Endocrine Drug Products,
hemistry Reviewer
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Drug Regulatory Affairs
=59 Route 10

' — SN _ EastHanover. NJ 07936-1080
() NOVARTIS SV Tel 973781 7500

Fax 973 781 3590

April 6, 2000
John Jenkins, MD T P

Acting Director
Division of Metabolism

d NDA No. 21-192 —

Endocrine Drug Produc D-510 LESCOL XL® (fluvastatin
Office of Drug Evaluation II sodium) Extended Release TaDR&¥$
Attn: Document Control Room 14B-04 --
Center for Drug Evaluation and Research = 120-DAY SAFETY UPDATE

5600 Fishers Lane
Rockville, MD 20857

‘Dear Dr. Jenkins: -
We are providing you with a 120-Day Safety Ugdate for our NDA 21-192 for LeScol® XL (fluvastatin
sodium) Extended Release Tablets which is currently pending in your Division. This update consists

of three primary components:

1. Pooled data analyses are provided for 747 patients, of whom 351 have completed a year or more of
therapy with Lescol 80mg tablets by virtue of participation in studies XUO-F351-E0] and
XUO-F353-E01. The year long experience for the 351 patients on Lescol XL 80 mg was obtained
from 24 weeks on th¢ F351/F353 double blind trials plus 28 weeks on the open label extensions.
Those extensions have been completed, but clinical trial reports have not yet been prepared. Data
listings are provnded CD-ROM for all non-efficacy parameters evaluated in those extensions. ——-

2. Narratw#es have been prepared to describe and assess all SAEs that occurred in the completed
studnes XUO F351E-D1 XUO-F353E-01 and’XUO-F356,

R N I T L L TP

o

o et 2R B SRR PP UL IR SHE SO

e e Addmona"y, narratives were prepared for patlents in the
completed studies who had notable ALAT/ASAT/CK abnormalities, and dlscontmuatnons due to
adverse events or lab bnormalmes Narratlves were also prepm‘ed for patxents T SRR

S e

I M B AR i AT B AT Gy

who had notable -
. ALAT/ SAT/CK ameormahtles Descnptlons of the design of these studies are provided in a table
of studies provnd#d i our enclosed narrative report. —
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3. Case report forms are provnded for all patients who experienced an SAE while participating in the
completed trials XUQ-F351E-01, XUO-F353E-01 and XUO-F356.

In accordance with |21 CFR 314.90(b)2), and consistent with past expressed preferences of
representatives of your Division, all case report forms contained in this submission are only being
provided on a CD-ROM. All electronic data submitted in this safety update has been virus scanned
using the Network| Associates VirusScan version 4.0.3a (formerly known as the McAfee
VlrusST,an) .

In the Integrated Summary of Safety provided in our original NDA, we concluded that Lescol XL
80mg Extended Release Tablets have an excellent overall tolerability profile in patients with primary
hypercholesterolemia aad mixed dyslipidemia. The overall adverse event profile of Lescol XL 80mg

".



update is supportive of
labeling pravided in our ¢ri
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Solomon Sabel, MD

ted to be similar to Lescol Capsules 40m
previous conclusions, and it d

NDA No. 21-192

8- The information contained in this safety
0cs not necessitate any revisions to the draft

ginal submission. —

F

77

_ Adrian L. Birch ,
- Executive Director
Drug Regulatory Affairs
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ORlGINAL
(. NOVARTIS

John Jenkins, MD )
Acting Director i
Division of Metabolic and

Office of Drug Evaluation II

Attn: Document Control Room 14B-]19

" Center-for Drug Evaluation and R.
5600 Fishers Lane
Rockville, Maryland 20857

" Dear Dr. Jenkins:
Reference is made to

We are aware that
“ian, 25% and 75

lowering LDL-C, ApoB and triglyce:

The data summarized in this submission were
with our original NDA which was submitted on

If any aspect of this subﬁ'nission requires discussion,

)
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Endocrine Drug Products/HFD-510

M- B.m

March 24, 2000

OR1G AMENDMENT

-

Novartis Pharmaceuticals Corporation

Drug Reguiatory Affairs
59 Route 10

East Hanover, NJ 07936-1080

Tel 973 78] 7500
Fax 973 781 3590

ol

NDA No. 21-192

Lescol® X1 (Nluvastatin sodium[,"‘-—
Extended Release Tablets
—=2227¢C Release 1ablets

h

;".

loff has a preference for having HDL-
percentiles of the populations studied. En
. ses those specific| parameters, |and it indicates consi
- Tugistration trials. Median percent o
. from ~1% to +2%, and the 75% percet

stent findin
0 +9%,

RECD
MAR 2 7 2000

ide levels, also significaritly increases HDL-C levels.

u

Since

" A

-

previously provided to
December 8, 1999

please contact me at (973) 781-3 589.

-

Adrian L. Birch
Executive Director
Drug Regulatory Affairs

LE COPY

C data presented on the basis of the
closed is a supplementary report which
gs across our three pivotal

the 25 percentile ranged
tile ranged between +12% and +17%. Lescol XL, in addition to

you in SAS datasets enclosed
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S - Novartis Pharmaceuticals Corporation
Drug Regulatory Affairs
59 Route 10 T
East Hanover, NJ 07936-1080

U - NOVARTIS ' Tel 973 781 7500

Fax 973 781 6325

bl

01-Mar-2000 4 -

NDA 21-192 ' B
Lescol® (fluvastatin sodium) XL Tablets

Response to FDA Question - FDA fax dated 18-Feb-2000 - Chemistry, Manufacturing and ‘
Controls -

by

FDA Center for Drug Evaluation and Research
Office of Drug Evaluation II Parklawn —
5600 Fishers Lane

Rockville, Maryland--20857

Attention: ]:)hﬂ Jenkins, MD, Acting Director
: . _Divi#ion of Metabolic and_Endocrine Drug Products/HFD-510 -

Dear Dr. Jenkins:

- - - T -—

Please refer to the FDA fax sent to Nowartis on 18-Feb-2000. The fax contained a request from
the Biopharmaceutics reviewer to submit the detailed data sets of dissoludon profiles. At this
time, Novartis i providing a response to the above cited question.. .

Should you have any comments or questons regarding this submissien or any other Chemistry, —
Manufacturing and Controls issue, please contact me directly at (973) 781-6929. If there are -
any general or Clinical related issues, please contact Adrian Birch, DRA Therapeutic Area -
representative at (973) 781-3589. ~

Sincerely, . - -

Jrrmafopplas

Donna Kapples :
. Chemistry, Manufacturing and Controls
Drug Regulatory Affairs

Aﬁt;;:hmcnts , ]
Submitted inp Duplicate - L. .
Desk copy: Ms. Regina Brown, New Jersey District Office, North Brunswick Resident

Post — Certified Field Copy 7

Dr. Jim Wei, FDA Division of Biopharmaceutics _

Dr. Sharon Kelly, FDA Chemistry reviewer, Division of Metabolic and
Endocrine Drug Products (cover letter only)

Ms. Margaret Simoneau, FDA CSO, Division of Metabolic and Endocrine
Drug Products (cover letter only)
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Novartis Pharmaceuticals Corporation
Drug Regulatory Affairs

—_— 59 Route 10
East Hanover, NJ 07936-1080

VA RT h S ' Tel 973 781 7500

Fax 973 781 3590

- December 8, 1999

Solomon Sobel, M.D. -t — 3
Director
Division of Metabol - NDA No. 21-192 -

Endocrine Drug 510 / '
Office of Drug Eval ; ) Extended Release Tablets -
Attn: Document Control Room 14B-04;
Center for Drug Evaluati ' UG APPLICATION

and Research
5600 Fishers Lane DEC 1 0 '999 —
Rockville, Maryland '2 HFD-510 °§

~ R - -

Dear Dr. Sabel: S =
In accordance with 21 CFR 314.50, Novartis Pharmaceuticals Corporation herewith submits a Ncw |

Drug Application for Lescol XL® (fluvastatin sodium) Extended Release Tablets.

Capsules NDA 20-261 was approved on Dece'mber 31, 1993 Based on data conained in that NDA S

has not been adequate. Itis also indicated to slow the progression of coronary athrosclerosis in .

patients wi

to target levels.

coronary heart disease as part of a treatment strategy to lower total and LDL cholesterol

- This New Drug Application is submitted to support the safe and effective use of Lescol XL®. In total,

Lescol XL.® has
NDA demanstrate that
in LDL-C of 35%

three large |
C at endpo
32 2%) co!

inistered to more than 900 patients worldwide. The data contained in this

scol XL.® administered QPM produced highly significant median reductions

d TG of 19% and a mean increase in HDL-C of 9% after 24 weeks of treatment in
ctive controlled, double-blind randomized trials. A significantly greater reduction in LDL-

t was achieved in the Lescol XL® 80 mg QPM group (least-squares mean reduction =

pared to the Lescol capsule 40 mg ‘QPM group (least-squares mean reduction = 23.8%)
difference of 8.4% (p value for superiority < 0.001). Additionally, the data

A are the results from four human pharmacokinetic and bioavailability
r253 and W351) and six controlled clinical studies (XUO-F201-E-00, XUO-




)

Solomon S

The FDA User-Fee fa

Novartis P

obel, MD| |- .2- NDA No. 21-192

is being provided to ¢
requirements. - -

is| made to the current New Drug Application for Lescol® (fluvastatin sodium)
1 and all approved supplements for it.

FR 314.90(b)(2) and as agreed with representatives of your Division
ber 16, 1999), all case report forms and selected case report tabulations for
ed under 21 CFR 314.50(f) are only submitted electronically on two CD-

an Pharmacokinetics and Bioavailability and Clinical Data Sections, all -
Controlled Study repi'm narratives and narratives for the Integrated

r this apphcanon (user fee ID 3855) was submitted on Deceniber 3, 1999.

h?m\ac;eut]wls Corporanon considers thc information contained in thlsapphcanon to be

_ confidential, and its contents are not to be disclosed without our express written consent.

Please refer

any questiong or comments regarding this New Drug Application tornlxe at 973-781-8145.

"y



